Ichthyosis, ataxia, and hepatosplenomegaly may each occur independently in several hereditary disorders. This report describes a sibship where all three have occurred in at least two brothers, and possibly in a third, who is now dead. A fourth brother has only ichthyosis. We suggest that this clinical triad is unique and represents a new disease entity.
Case reports
The family tree is shown in fig 1. The findings in the proband, I.1, are described in detail. Other relevant family information follows. CASE I. 1 This retired steelworker, born in 1911, has had dry skin since childhood, but was otherwise well until the age of 62 years, when he noted slurring of speech and unsteadiness of gait. Both The seven offspring of these brothers have been examined and all are free of any signs of the disease. The parents of these brothers I.1 and 1.2 died aged 81 and 87 years, respectively, with no evidence of progressive neurological disease. They were unrelated.
Investigations
In members II.1 and II.3 the following were normal: routine haematological tests including serum iron and B12 and routine biochemical tests including liver function tests, calcium, phosphate, uric acid, blood and urine amino-acids, blood copper and caeruloplasmin, thyroid function, serum immunoglobulins, and creatine kinase. Biopsies of liver, bone marrow, and sural nerve were also normal with no evidence of storage abnormality. Wasserman reaction and autoimmune antibody screens were negative. No phytanic acid or 5, 8, 11, eicosatrienoic acid was detected in the plasma.
The following blood liver and fibroblast enzymes were assayed at the Galton Laboratory in London and were normal; N acetyl hexosaminidase, ac-mannosidase, ao-galactosidase, ,-galactosidase, 0c-glucosidase, adenosine deaminase, malate dehydrogenase, phosphogluconate dehydrogenase, phosphoglucomutase, glyoxylase, and acid phosphatase. Fibroblast steroid sulphatase levels were also normal (assayed by PJD in Cardiff).
In IL.1 fasting lipids showed raised serum triglycerides of 2-5 mmol/l (normal range 0 8 to 2*0 mmol/l) with normal cholesterol. Electrophoresis showed a raised pre-,-lipoprotein level. In I1.3 fasting lipids were normal.
CT scan in I1.1 showed dilated lateral ventricles. In 11.3 cerebellar atrophy was noted. Formal psychometric testing in I1.3 showed impaired visualmotor integration, perception of form, and short term recall. Nerve conduction velocity was normal.
The dermatological aspects of this family, including results of histopathology, histochemistry, and electron microscopy on skin biopsies from I1. The cerebellar ataxias comprise a large and poorly defined group of disorders showing marked clinical and genetic heterogeneity. Schimke7 concluded that P S Harper, R Marks, P J Dykes, and I D Young at least 40 different syndromes showed cerebellar ataxia as a predominant feature, with inheritance being either autosomal dominant or recessive or X linked recessive. External ophthalmoplegia has been described in some of these families.8 Paralysis of upward conjugate gaze is found in at least one form of olivopontocerebellar atrophy with onset in late adult life,9 and Neville et al 10 have described vertical ophthalmoplegia in association with neurovisceral involvement.
In none of these reports do the clinical features correspond sufficiently with those in the subjects of this report to suggest an identical disorder. This factor, coupled with the previously undescribed ultrastructural findings in the skin, prompts us to suggest that these brothers suffer from a unique hereditary disease.
GENETIC ASPECTS
The family pedigree is clearly consistent with either autosomal or X linked recessive inheritance and in the absence ofaffected male descendants in the female line it is impossible to distinguish between these.
The occurrence of skin changes in an otherwise normal brother (II.2) could be explained by the presence of two discrete disorders segregating in the sibship, such as an X linked ichthyosis and an autosomal recessive storage disorder. Shapiro et all have recently shown that steroid sulphatase levels are abnormal in X linked ichthyosis. In these brothers this enzyme is present in normal quantities. It would be a remarkable coincidence iftwo discrete previously undescribed disorders were present in this family and we therefore favour the explanation that these brothers show variable manifestations of an unidentified pleiotropic metabolic defect, analogous to the multisystem involvement seen in Refsum's disease5 or the Sj6gren-Larsson syndrome.3
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Addendum
Since submitting this paper, patient II.1 died suddenly at home. Necropsy findings were as follows. The lungs showed evidence of acute bronchopneumonia and pulmonary oedema with hypertensive changes in the pulmonary arteries. The heart weighed 500 g and showed right ventricular hypertrophy. Atheroma was noted in the coronary arteries and distal descending aorta. The liver showed evidence of chronic passive congestion. The spleen weighed 1000 g and contained large histiocytic cells scattered diffusely throughout (fig 6) . Some 
